all cholesterol breakdown in the body.
The multiple roles of metabolites and nuclear orphan proteins. In these respects, bile acid activation of FXR receptors in regulating cholesterol homeostasis are closely parallels the actions of ligands for the classical summarized in Figure 3 . A complex interplay of intermenuclear hormone receptors.
diates and transcription factors serves to regulate the Each paper also makes unique contributions to our expression of dozens of genes, all in an attempt to conunderstanding of the relationship between nuclear retrol the levels of potentially toxic but essential hydrophoceptors and cholesterol catabolism. Wang et al. (1999) bic molecules. show that FXR and bile acids antagonize the action of Perhaps the most hotly anticipated experiment in the LXR␣ on a reporter gene. The significant conclusion of field will be the characterization of FXR knockout mice. this experiment is that bile acid-mediated suppression We can only guess at their phenotype. It seems likely of transcription may occur through antagonism of the positive actions of LXR␣. In the future it will be important that they will suffer unregulated production of bile acids through the cholesterol 7␣-hydroxylase pathway. Whether this outcome will result from the loss of feedback regulation mediated by FXR, the unopposed positive action of LXR␣, or the reduced expression of intestinal IBABP causing a decreased return of bile acids to the liver, will have to be determined. Regardless of the phenotype of FXR Ϫ/Ϫ mice, this body of work represents a major advance in lipid biology. Like any series of important findings, it raises additional questions and provides the tools with which to answer them.
